Application No. 10/539,483 
Amendment Dated June 3, 2008 

Reply to Office Action of April 3, 2008 



Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims: 

1. (currently amended) A compound of formula (I): 




formula (I) 



wherein A is 6 - m e mb e r e d h e t e roary l conta i n i ng a n i trog e n atom and opt i ona ll y conta i n i ng 
two furth e r n i trog e n atoms a group of formula (a) or (b) : 




(a) (b) 
where * is the point of attachment to the X group of formula (I) and ** is the point of attachment 
to the Y group of formula (I); 
X is O, S, S(O), S(0) 2 or NR 14 ; 
m is 0, 1, 2, 3 or 4; 

Y is a group selected from O, NR 5 CO, CONR 5 , CR 6 R 7 CONR 5 and CR 6 R 7 NR 5 ; 
Z is a group selected from -NR 1 R 2 , phosphonooxy, Cg - gcyc l oa l ky l wh i ch Cg - gcyc l oa l ky l i s 
subst i tuted by phosphonooxy or C^a l kyl subst i tuted by phosphonooxy, and a 4 to 7 momborod 
r i ng li nked v i a a carbon atom conta i n i ng a n i trogen atom and opt i ona ll y conta i n i ng a further 
n i trogen atom, wh i ch r i ng may bo saturated, unsaturated or part i a ll y saturated wh i ch r i ng i s 
subst i tut e d on carbon or n i trog e n by phosphonooxy or C^a l ky l (subst i tut e d by phosphonooxy) 
and wh i ch r i ng i s opt i ona ll y furth e r subst i tut e d on carbon or n i trog e n by 1, 2 or 3 ha l o or C halky! 

R 1 is a group selected from -COR 8 , -CONR 8 R 9 and Ci_ 6 alkyl which Ci_ 6 alkyl is substituted by 
phosphonooxy and optionally further substituted by 1 or 2 halo or methoxy groups; 
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R 2 is a group selected from hydrogen, -COR 10 , -CONR 10 R 11 and d_ 6 alkyl which Chalky! is 
optionally substituted by 1 , 2 or 3 halo or C^alkoxy groups, -S(0) p R 11 (where p is 0, 1 or 2) or 
phosphonooxy, or R 2 is a group selected from C 2 - 6 alkenyl, C 2 _ 6 alkynyl, C 3 - 6 cycloalkyl and C 3 _ 
ecycloalkylC^alkyl; 

ef-R 4 and R 2 tog e th e r w i th th e n i trog e n to wh i ch th e y ar e attach e d form a A - to 7 - m e mb e r e d r i ng 

opt i ona ll y conta i n i ng a further n i trogen atom wh i ch ring may bo saturated, unsaturated or 

part i a ll y saturated wh i ch r i ng i s subst i tuted on carbon or n i trogon by a group so l octod from 

phosphonooxy and C^a l ky l subst i tuted by phosphonooxy or NR e R & , and wh i ch r i ng i s 

opt i ona ll y further subst i tuted on carbon or n i trogon by 1, 2 or 3 ha l o or C^a l ky l groups; 

R 3 is a group selected from hydrogen, halo, cyano, nitro, Ci_ 6 alkoxy, Ci_ 6 alkyl, -OR 12 , -CHR 12 R 13 , 

-OC(0)R 12 , -C(0)R 12 , -NR 12 C(0)R 13 , -C(0)NR 12 R 13 , -NR 12 S0 2 R 13 and -NR 12 R 13 ; 

R 4 is hydrogen or a group selected from Ci. 4 alkyl, heteroaryl, heteroarylCi^alkyl, aryl and arylCi. 

4 alkyl which group is optionally substituted by 1, 2 or 3 substituents selected from halo, methyl, 

ethyl, cyclopropyl and ethynyl; 

R 5 is a group selected from hydrogen, Ci^alkyl, C 2 -4alkenyl, C 2 . 4 alkynyl, C 3 -6cycloalkyl and 
C 3 . 6 cycloa I ky I Ci . 4 a I ky I ; 

R 6 and R 7 are independently selected from hydrogen, halo, Ci. 4 alkyl, C 3 . 6 cycloalkyl, hydroxy and 
Ci. 4 alkoxy; 

R 8 is C^alkyl substituted by phosphonooxy and optionally further substituted by 1 or 2 halo or 
methoxy groups; 

R 9 is selected from hydrogen and C^alkyl; 

R 10 is selected from hydrogen and C 1 . 4 alkyl which C^alkyl is optionally substituted by halo, Ci. 
4 alkoxy, S(0) q (where q is 0, 1 or 2) or phosphonooxy; 

R 11 , R 12 , R 13 and R 14 are independently selected from hydrogen, Ci_ 4 alkyl and heterocyclyl; 
or a pharmaceutical^ acceptable salt thereof. 

2. (cancelled) 

3. (currently amended) A compound according to claim 2 wherein A is a group of formula (b) of 
(d) as defined in claim [[2]] 1; or a pharmaceutical^ acceptable salt thereof. 

4. (previously amended) A compound according to claim 1 wherein X is NH; or a 
pharmaceutical^ acceptable salt thereof. 
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5. (canceled) 

6. (previously amended) A compound according to claim 1 wherein R 1 is C^alkyl substituted by 
phosphonooxy and R 2 is hydrogen, C^alkyl, C 2 -4alkynyl or C 3 ^cycloalkyl; or a pharmaceutical^ 
acceptable salt thereof. 

7. (cancelled) 

8. (previously amended) A compound according to claim 1 wherein R 3 is methoxy or hydrogen; 
or a pharmaceutical^ acceptable salt thereof. 

9. (previously amended) A compound according to claim 1 wherein R 4 is phenyl or benzyl 
optionally substituted by 1 or 2 of fluoro or chloro; or a pharmaceutical^ acceptable salt thereof. 

10. (currently amended) A compound selected from: 
3-[(3-{[4-({6-[(3-chlorobenzyl)oxy]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)amino]-3-methylbutyl dihydrogen phosphate; 
3-[(3-{[4-({6-[(3-chlorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7 I 
yl]oxy}propyl)amino]-3-methylbutyl dihydrogen phosphate; 

2-[(3-{[4-({6-[(3 chlorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(ethyl)amino]ethyl dihydrogen phosphate; 

2 - [1 - (3 - {[4 - ({6 - [(3 - ch l orob e nzoy l )am i no]pyr i din - 3 - yl}am i no) - 6 - m e thoxyqu i nazo li n - 7 - 
y l ]oxy}propy l )p i p e r i d i n - 2 - y l ] e thy l d i hydrog e n phosphat e ; 

[(2R) 1 (3 ([4 ({6 [(3 ch l orobonzoy l )am i no]pyridin 3 y l )am i no) 6 mothoxyqu i nazo li n 7 
y l ]oxy}propy l )pyrro li d i n 2 y l ]mothy l d i hydrogon phosphate; 
2 [1 (3 {[ 4 ({6 [(3 ch l orobonzoy l )am i no]pyr i d i n 3 y l }am i no) 6 mothoxyqu i nazo li n 7 
y l ]oxy}propy l )p i por i d i n 4 y l ]othy l d i hydrogon phosphate; 

2-[ethyl(3-{[4-({6-[(3-fluorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)amino]ethyl dihydrogen phosphate; 

2-[(3-{[4-({6-[(3,4-difluorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(isopropyl)amino]ethyl dihydrogen phosphate; 
(3 - {[^ - ({6 - [(3 - ch l orob e nzoy l )am i no]pyr i d i n - 3 - y l }amino) - 6 - m e thoxyqu i nazo li n - 7 - 
y l ]oxy}propy l )p i p e r i d i n-1 - y l d i hydrog e n phosphat e ; 
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^ - {M - ({6 - [(3 - ch l orob e nzoy l )am i no]pyr i d i n - 3 - y l }am i no) - 6 - m e thoxyqu i nazo li n - 7 - y l ]oxy}buty l 
d i hydrog e n phosphat e ; 

2-[(3-{[4-({6-[(3-chlorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(methyl)amino]ethyl dihydrogen phosphate; 
[1 - (3 - {[^ - ({6 - [(3 - ch l orob e nzoy l )am i no]pyr i d i n - 3 - y l }am i no) - 6 - m e thoxyqu i nazo li n - 7 - 
y l ]oxy}propy l )p i por i d i n 2 y l jmothy l d i hydrogen phosphate; 
2-[(5-{[4-({6-[(3-chlorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}pentyl)(ethyl)amino]ethyl dihydrogen phosphate; 

4-[(3-{[4-({6-[(3-chlorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(ethyl)amino]butyl dihydrogen phosphate; 

2-[(3-{[4-({6-[(3-fluorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(methyl)amino]ethyl dihydrogen phosphate; 
2-[(3-{[4-({6-[(3-chlorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(isobutyl)amino]ethyl dihydrogen phosphate; 
2-[(3-{[4-({6-[(3-chlorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(cyclopropyl)amino]ethyl dihydrogen phosphate; 
[1 - (3 - {['1 - ({6 - [(3 - oh l orob e nzoy l )am i no]pyr i d i n - 3 - y l }am i no) 6 - methoxyqu i nazo li n - 7 - 
y l ]oxy}propy l )p i p e r i d i n - ^1 - y l jmothy l d i hydrog e n phosphat e; 

2 - [ ' 1 - (3 - {[ ' 1 - ({6 - [(3 - ch l orob e nzoy l )am i no]pyr i din - 3 - y l }am i no) - 6 - m e thoxyqu i nazo li n - 7 - 
y l ]oxy}propy l )p i p e raz i n - 1 - y l ] e thy l d i hydrog e n phosphat e; 

[(2S) 1 (3 {[A ({6 [(3 ch l orobonzoy l )am i no]pyr i din 3 y l }am i no) 6 mothoxyqu i nazo li n 7 
y l ]oxy}propy l )pyrro li d i n - 2 - y l ]m e thy l d i hydrog e n phosphat e; 
2-[(3-{[4-({6-[(3-chlorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(cyclobutyl)amino]ethyl dihydrogen phosphate; 
2-[(3-{[4-({6-[(3-chlorobenzoyl)amino]pyridin-3-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(prop-2-yn-1-yl)amino]ethyl dihydrogen phosphate; 

2-[(3-{[4-({2-[(3-chloro-4-fluorobenzoyl)amino]pyrimidin-5-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(cyclohexyl)amino]ethyl dihydrogen phosphate; 

2- [(3-{[4-({2-[(3-chloro-4-fluorobenzoyl)amino]pyrimidin-5-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(ethyl)amino]ethyl dihydrogen phosphate; 

3 - {[^ - ({2 - [(3 - ch l orob e nzoy l )am i no]pyr i m i d i n - 5 - y l }am i no) - 6 - m e thoxyqu i nazo li n - 7 - y l ]oxy}propy l 
d i hydrog e n phosphat e; 

1 - [3 - ({^ - [(2 - {[(3 - ch l oro - ^ - f l uoroph e ny l )am i no]m e thy l }pyr i m i d i n - 5 - y l )am i no] - 6 - m e thoxyqu i nazo li n - 
7 - y l }oxy)propy l ]p i p e r i d i n-1 - y l d i hydrog e n phosphat e; 
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3-[(3-{[4-({2-[(3-chloro-4-fluorobenzyl)oxy]pyrimidin-5-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)amino]-3-methylbutyl dihydrogen phosphate; 

2-[(3-{[4-({2-[(3-chlorobenzoyl)amino]pyrimidin-5-yl}amino)-6-methoxyquinazolin-7- 
yl]oxy}propyl)(2,2-dimethylpropyl)amino]ethyl dihydrogen phosphate; 
[2 - ({[^ - ({2 - [(3 - ch l oro - ^ - f l uorob e nzoy l )am i no]pyr i m i din - 5 - y l }am i no) - 6 - m e thoxyqu i nazo li n - 7 - 
y l ]oxy}mothy l )cyc l opropy l ]mothy l d i hydrogen phosphate; and 

2 [ 4 ({[ 4 ({2 [(3 ch l oro 4 f l uorobonzoy l )am i no]pyr i m i d i n 5 y l jam i no) 6 mothoxyqu i nazo li n 7 
y l ]oxy}mothy l )p i por i d i n 1 y l jothy l d i hydrogen phosphate ; 
or a pharmaceutical^ acceptable salt thereof. 

1 1 . (previously amended) A pharmaceutical composition comprising a compound according to 
claim 1 or a pharmaceutical^ acceptable salt thereof in association with a pharmaceutical^ 
acceptable diluent or carrier. 

12. -15. (cancelled) 

16. (withdrawn) A method of treating a human suffering from a disease in which the inhibition of 
one or more Aurora kinases is beneficial to the treatment, comprising the steps of administering 
to a person in need thereof a therapeutically effective amount of a compound according to claim 
1 or a pharmaceutically acceptable salt thereof. 

17. (withdrawn) A method of treating a human suffering from colorectal, breast, lung, prostate, 
pancreatic or bladder and renal cancer or leukemias or lymphomas, comprising the steps of 
administering to a person in need thereof a therapeutically effective amount of a compound 
according to claim 1 or a pharmaceutically acceptable salt thereof. 

18. (currently amended) A process for the preparation of a compound of formula (I) claim 1 or a 
pharmaceutically acceptable salt thereof, which process comprises converting a compound of 
formula (II) into a compound of formula (I) by phosphorylation of an appropriate hydroxy group: 
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' — R 4 



formula (II) 



where A, X, m, Y, R 3 and R 4 are as defined for formula (I); and Z' is a group selected from 

subst i tut e d by hydroxy, and a A - to 7 - m e mb e red ring li nk e d v i a a carbon atom, conta i n i ng a 
n i trog e n atom and opt i ona ll y conta i n i ng a furth e r nitrog e n atom, wh i ch r i ng may b e saturat e d, 
unsaturat e d or part i a ll y saturat e d and wh i Gh r i ng is subst i tut e d on carbon or n i trog e n by hydroxy 
er-G ^a l ky l subst i tut e d by hydroxy and wh i Gh r i ng i s opt i ona ll y furth e r subst i tut e d on carbon or 



and Ci. 6 alkyl which Ci. 6 alkyl is substituted by hydroxy and optionally further substituted by 1 or 2 
halo or methoxy groups; R 2 ' is a group selected from hydrogen, -COR 10 , -CONR 10 R 11 and Ci- 
6 alkyl which Ci. 6 alkyl is optionally substituted by 1, 2 or 3 halo or Ci^alkoxy groups, -S(0) p R 11 
(where p is 0, 1 or 2) or hydroxy, or R 2 ' is a group selected from C 2 . 6 alkenyl, C^ealkynyl, C 3 . 
ecycloalkyl and Ca-ecycloalkylC^alkyl; or-R 4 2 and R 21 tog e th e r w i th th e n i trog e n to wh i ch th e y ar e 
attach e d form a A - to 7 - m e mb e r e d r i ng optiona l ly conta i n i ng a furth e r n i trog e n atom wh i ch r i ng 
may b e saturat e d, unsaturat e d or part i a ll y saturat e d and wh i ch r i ng i s subst i tut e d on carbon or 
n i trog e n by a group s ele ct e d from hydroxy and C^a l ky l wh i ch C^a l ky l i s subst i tut e d by hydroxy 
or NR^ R 8 and wh i ch r i ng i s opt i ona ll y furth e r subst i tut e d on carbon or n i trog e n by 1, 2 or 3 ha l o 
er-G ^a l ky l groups; and where R 8 ' is Ci^alkyl substituted by hydroxy and optionally further 
substituted by 1 or 2 halo or methoxy groups: 
and thereafter if necessary: 

i) converting a compound of the formula (I) into another compound of the formula (I); and/or 

ii) removing any protecting groups; and/or 

iii) forming a pharmaceutical^ acceptable salt thereof. 

19. (withdrawn) The method according to claim 16 wherein Aurora kinase is Aurora-A kinase or 
Aurora-B kinase. 




^a l ky l groups ; R 1 ' is a group selected from-COR 8 ', -CONR 8 R 9 
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20. (currently amended) A compound according to claim 1 wherein A is a group of formula (b) of 



(b) 

where * is the point of attachment to the X group of formula (I) and ** is the point of attachment 
to the Y group of formula (I); 
Xis NH; 

m is 0, 1, 2, 3 or 4; 

Y is a group selected from O, NR 5 CO, CONR 5 , CR 6 R 7 CONR 5 and CR 6 R 7 NR 5 ; 
Z is a group selected from -NR 1 R 2 , phosphonooxy, C^cyc l oa l ky l wh i ch C^cyc l oa l ky l i s 
subst i tut e d by phosphonooxy or C^a l ky l subst i tuted by phosphonooxy, and a A - to 7 - m e mb e r e d 
r i ng li nk e d v i a a Garbon atom conta i n i ng a n i trogen atom and opt i ona ll y conta i n i ng a furth e r 
n i trogen atom, wh i ch r i ng may b e saturat e d, unsaturated or part i a ll y saturat e d wh i ch r i ng i s 

and wh i ch r i ng i s opt i ona ll y furth e r subst i tut e d on carbon or n i trog e n by 1, 2 or 3 ha l o or C ^alkyt 



R 1 is a group selected from -COR 8 , -CONR 8 R 9 and C 1 . 6 alkyl which d. 6 alkyl is substituted by 

phosphonooxy and optionally further substituted by 1 or 2 halo or methoxy groups; 

R 2 is a group selected from hydrogen, -COR 10 , -CONR 10 R 11 and C 1 . 6 alkyl which C^alkyl is 

optionally substituted by 1, 2 or 3 halo or C^alkoxy groups, -S(0) p R 11 (where p is 0, 1 or 2) or 

phosphonooxy, or R 2 is a group selected from C 2 - 6 alkenyl, C 2 - 6 alkynyl, C 3 - 6 cycloalkyl and C 3 . 

6 cycloalkylCi^alkyl; 

er-R 4 and R 2 togothor w i th tho n i trogen to which thoy aro attached form a 4 to 7 momborod r i ng 

opt i ona ll y conta i n i ng a furth e r n i trog e n atom which r i ng may b e saturat e d, unsaturat e d or 

part i a ll y saturat e d wh i ch r i ng i s subst i tut e d on carbon or n i trog e n by a group s ele ct e d from 

phosphonooxy and C^a l ky l subst i tut e d by phosphonooxy or NR g R 8 , and wh i ch r i ng i s 

opt i ona ll y furth e r subst i tut e d on carbon or nitrogen by 1, 2 or 3 ha l o or C^a l ky l groups; 

R 3 is a group selected from hydrogen, halo, cyano, nitro, Ci. 6 alkoxy, Ci. 6 alkyl, -OR 12 , -CHR 12 R 13 , 

-OC(0)R 12 , -C(0)R 12 , -NR 12 C(0)R 13 , -C(0)NR 12 R 13 , -NR 12 S0 2 R 13 and -NR 12 R 13 ; 

R 4 is phenyl or benzyl optionally substituted by 1 or 2 of fluoro or chloro; 

R 5 is a group selected from hydrogen, Ci^alkyl, C 2 ^alkenyl, C 2 . 4 alkynyl, C 3 - 6 cycloalkyl and 

C 3 -6cycloa I ky I Ci _ 4 a I ky I ; 
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R 6 and R 7 are independently selected from hydrogen, halo, d^alkyl, C 3 . 6 cycloalkyl, hydroxy and 
Ci^alkoxy; 

R 8 is C 1 . 4 alkyl substituted by phosphonooxy and optionally further substituted by 1 or 2 halo or 
methoxy groups; 

R 9 is selected from hydrogen and C^alkyl; 

R 10 is selected from hydrogen and Ci. 4 alkyl which Ci^alkyl is optionally substituted by halo, d- 
4 alkoxy, S(0) q (where q is 0, 1 or 2) or phosphonooxy; 

R 11 , R 12 and R 13 are independently selected from hydrogen, Ci^alkyl and heterocyclyl; 
or a pharmaceutically acceptable salt thereof. 

21. (Currently amended) A compound according to claim 1, wherein: 
A is a group of formula (a) , (b), (c) or (d) or (b) : 




(a) (b) 
where * is the point of attachment to the X group of formula (I) and ** is the point of attachment 
to the Y group of formula (I ); 
Xis NH; 

m is 0, 1, 2, 3 or 4; 

Yis O, NR 5 CO or CR 6 R 7 NR 5 

Z is -NR 1 R 2 , phosphonooxy, cyc l opropy l wh i ch cyc l opropy l i s subst i tut e d by C^a l ky l subst i tut e d 
by phosphonooxy, and a p i p e r i d i n e or p i p e raz i n e r i ng li nk e d v i a a carbon atom wh i ch r i ng i s 
subst i tut e d on carbon or n i trog e n by phosphonooxy or C^a l ky l subst i tut e d by phosphonooxy; 
R 4 4s-G4-§ a l ky l subst i tut e d by phosphonooxy ; 

R 2 is a group selected from hydrogen, d. 6 alkyl which C^alkyl is optionally substituted by 1, 2 or 
3 halo or d. 4 alkoxy groups, d-ealkenyl, d-ealkynyl, d-ecycloalkyl and d-ecycloalkyld^alkyl; 
R 3 is d_ 4 alkoxy or hydrogen; 

R 4 is phenyl or benzyl optionally substituted by 1 or 2 of fluoro or chloro; 
R 5 is hydrogen or methyl; and 

R 6 and R 7 are independently hydrogen, fluoro, chloro or methyl; 
or a pharmaceutically acceptable salt thereof. 

22. (cancelled) 
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23. (previously presented) A pharmaceutical composition comprising a compound according to 
claim 10 or a pharmaceutically acceptable salt thereof in association with a pharmaceutical^ 
acceptable diluent or carrier. 
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